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FRAGMENT COMPLEMENTATION 
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Commissioner for Patents 
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Sir: 



This Statement is being submitted in support of the Pre- Appeal Brief Request for 
Review, which is submitted herewith, along with a Notice of Appeal. Applicants respectfully 
assert that the rejection set forth in the Office Action mailed March 9, 2006 is improper as a 
matter of law. 



Remarks begin on page 2 of this paper. 



Page 1 of 5 



Appl. No. 10/668,778 PATENT 
Argument dated May 23, 2006 

ARGUMENTS 

A. Rejections under 35 USC §103 - Obviousness 

The Examiner's obviousness rejection is clearly in error because none of the cited 
references teach or suggest: 

(1) "an N-terminal fragment of a Class A p-lactamase protein covalently bonded 
through a second Class A p4actamase protein break-point to a first 
interactor domain" and 

(2) "a C-terminal fragment of a Class A p-lactamase protein covalently bonded 
through a second Class A fi-lactamase protein break-point to a second 
interactor domain. " 

See claim 63 (Emphasis added). None of the Office Actions on record cite a passage fi-om any 
of the references disclosing a functional fragment complementation system having an N-terminal 
and C-terminal Class A P-lactamase fragment fused through the enzyme break points to the 
respective interactor domains. 

Rather than pointing to a specific teaching or disclosure, the Examiner argues by 
negative inference that Michnick meets the above claim elements by not limiting the disclosure 
to specific fragment fusion constructs. See Office Action mailed March 9, 2006 at page 12, 
stating in part: 

The Examiner disagrees. The Michnick reference is 
not limited to systems where the interacting pair is 
fused only to the 5' ends of the enzyme fragments as 
purported. Applicants' cited passage merely refers 
to a description of figure 1 outlining method steps 
for a preferred embodiment [emphasis added]. 

But the Examiner's negative inference rationale is based on a factually incorrect characterization 

of Michnick. Figure 1 is not a "preferred embodiment," as asserted by the Examiner, but is 

explicitly referred to within the text of Michnick as a "general description" of the system. See 

Michnick at Col. 4, lines 28-29 (stating "FIG. 1 shows a general description of a PCA."). 
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By reference to Figure 1, Michnick provides a "general description" of the PCA 
system in which known proteins are fused to the "5' ends of each" of the N-terminal and C- 
terminal fragments of the complementation protein using subcloning techniques. See Michnick 
at Col. 4, lines 31-33. This method results in a C-terminal fragment fused through its C-terminus 
to an interactor domain, rather than through its N-terminal breakpoint as set forth in Applicants' 
claim 63. Nowhere in Michnick is this description referred to as a "preferred embodiment" as 
asserted by the Examiner. In fact, this paragraph is introduced in the first sentence in reference 
to "[t]he present application," emphasizing the broad applicability of this "general description." 
See Col. 4, lines 27-28. In contrast, the very next paragraph clearly informs the reader that the 
description therein applies only to a "preferred embodiment." See Col. 4, lines 43-44. 
Obviously, the authors of Michnick knew how to limit a description to a "preferred embodiment" 
when they desired and intentionally did not do so for the "general description of a PCA" at Col. 
4, lines 27-42. It is difficult to imagine the authors being more clear on their intention to provide 
a "general description" of their system. 

As explained above, the "general description" of Michnick's PCA system is 
limited to a C-terminal fragment fused through its C-terminus to an interactor domain, rather 
than through its N-terminal breakpoint as set forth in Applicants* claim 63. Thus, the C-terminal 
fragment described in Michnick is in exactly the opposite orientation relative to the interactor 
domain when compared to Applicants' C-terminal fragment set forth in claim 63. Therefore, 
when the interactor domain of the C-terminal fragment binds to the interactor domain of the N- 
terminal fragment, the N- and C-terminal fragments in Michnick's PCA system are positioned in 
exactly the opposite relative orientation as compared to Applicants' claimed system. Certainly 
one skilled in the art would expect functional reconstitution of two enzyme fragment to be 
sensitive to orientation and positioning. If Michnick's system resulted in successful functional 
reconstitution, it caimot be fairly asserted that successful functional reconstitution would be 
expected with the exact opposite orientation. Indeed, why would one skilled in the art even 
attempt such a radical modification of Michnick's successful system? For these reasons, one 
skilled in the art would have no motivation to radically modify Michnick's system by providing 
the enzyme fragments in exactly the opposite relative orientations. And even if they were 
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motivated, there could be no rational expectation of achieving successful functional 
reconstitution. 

Blau also fails to teach or suggest a functional fragment complementation system 
having N-terminal and C-terminal Class A P-lactamase fragments fused through the enzyme 
break points to the respective interactor domains. Blau describes the construction of p- 
galactosidase fragments in which the interactor domains (FKBP12 and FRAP) are fused through 
the N-termini of the P-galactosidase fragments. See page 35, lines 25-36 and Figure 2B. A 
similar construction is shown in Figure 7B using EGFR domains. Again, this results in exactly 
the opposite orientation relative to the interactor domains when compared to Applicants' 
fragments set forth in claim 63. 

Like Blau and Michnick, Pieper does not teach or suggest fusion through an 
enzyme break point. In fact, Pieper fails to disclose fusion of an enzyme fragment to any 
interactor domain. Moreover, Peiper discloses a imi-molecular circularly-permutated P- 
lactamase, not a complementation system containing two separate oligopeptides capable of 
functionally reconstituting. Therefore, not only does Peiper fail to teach or suggest fusion 
through an enzyme break point, Peiper is wholly irrelevant to Applicants' claimed dual fragment 
complementation system that includes two separate peptides capable of functionally 
reconstituting. 

Moore and Maveyraud fail to cure the defects of Blau, Michnick and Peiper as 
Moore and Maveyraud are merely cited for the proposition that "TEM-1 p-lactamase is a good 
reporter." See Official Action dated June 27, 2005 at page 12. 

Therefore, because (1) none of the cited reference disclose a functional fragment 
complementation system having N-terminal and C-terminal Class A p-lactamase fragments fused 
through the enzyme break points to the respective interactor domains, (2) there is no motivation 
in the prior art to radically modify the reference systems to provide fragments having opposite 
orientations; and (3) there is no reasonable expectation of successfully functionally reconstituting 
enzyme fragments having the opposite orientation relative to the referenced systems, Applicants 
respectfully assert that a proper prima facie case of obviousneiss has not been set forth. See 
MPEP § 2143; In re VaecK 20 USPQ2d 1438 (Fed. Cir. 1991). 
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PATENT 



B. Double Patenting Rejection 

United States Patent Application No. 09/526,106 has been expressly abandoned 
thereby mooting the provisional double patenting rejection with respect to that application. 

Claims 1, 12, and 13 of United States Patent Application No. 10/330,81 are 
currently non-elected as a result of the Restriction Requirement dated December 19,2005 and the 
Election of Group III (claims 21-57) dated February 21, 2006, thereby mooting the provisional 
double patenting rejection with respect to that application. 



Respectfully submitted, 

enneth E. J&ikins, Ph.D. 
Reg. No. 51,846 
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